Background: Plasma volume status (PVS) has been evaluated recently as a prognostic marker of acute heart failure (AHF). However, whether evaluating PVS alone is sufficient remains unclear. Methods: Of 675 patients with AHF screened, 601 were enrolled. The PVS, prognostic nutritional index (PNI) (lower ¼ worse), and Controlling Nutritional Status (CONUT) score (higher ¼ worse) were evaluated. Patients were divided into 2 groups according to PVS value (low-or high-PVS group) and were further subdivided into 4 groups (low-or high-PVS/CONUT group and low-or high-PVS/PNI group). Results: A KaplaneMeier curve showed a significantly lower survival rate in the high-PVS group than in the low-PVS group, the high-PVS/ high-CONUT group than in the high-PVS/low-CONUT group, and the high-PVS/low-PNI group than in the high-PVS/high-PNI group. A CJC Open 1 (2019) 305e315
The features of acute heart failure (AHF) may differ. Sudden-onset pulmonary edema with high systolic blood pressure is categorized as "vascular" failure or "hypertensive" heart failure (HF), whereas HF with the gradual development of symptoms over days is characterized as "cardiac" failure or "normotensiveehypotensive" HF. [1] [2] [3] Therefore, volume status varies among individuals. 4 Volume expansion, that is, systemic venous congestion, sometimes leads to adverse outcomes in patients with HF. 5 In the 2010s, the noninvasive evaluation of plasma volume (PV) was explored in patients with chronic HF or AHF, and the clinical implications of the calculated or estimated plasma volume status (PVS) were described. [6] [7] [8] [9] The importance of evaluating nutritional status also has been suggested in patients with HF. 10 Because malnutrition is a major problem in an aging society, 11 HF guidelines recommend the evaluation of nutritional status. 2, 3 Previous research evaluating nutrition status in patients with AHF using various tools (ie, albumin, total cholesterol, Controlling Nutritional Status [CONUT] score, and prognostic nutritional index [PNI]) has indicated that malnutrition is an independent predictor of mortality, HF progression, HF events, and adverse outcomes. [12] [13] [14] [15] [16] We also previously reported the importance of malnutrition in patients with severely decompensated AHF. 17 However, the association between the nutritional status and the degree of general congestion/PV has not been adequately explored.
Volume overload/expansion due to malnutrition was hypothesized to have a prognostic impact in patients with AHF. However, patients with volume overload may not have a poor prognosis if their nutrition status is good. Therefore, the prognostic efficacy of PVS alone and PVS with the PNI and the CONUT score was examined in patients with AHF.
Methods

Patients
A total of 675 patients with AHF admitted to the intensive care unit (ICU) of Nippon Medical School Chiba Hokusoh Hospital (Chiba, Japan) between May 2011 and March 2018 were screened. Of these, 12 patients who lacked serum albumin, lymphocyte count, or total cholesterol data were excluded from this study. An additional 41 patients for whom these examinations were not performed within 30 minutes of hospitalization were excluded. Finally, 21 patients missing body weight data in their hospital medical records were also excluded. Ultimately, 601 patients with AHF were enrolled in this study ( Fig. 1 ).
AHF is defined as a gradual or rapid change in HF signs and symptoms requiring urgent therapy. HF was diagnosed on the basis of clinical history (ie, symptoms, functional limitation, prior cardiac disease, risk factors, exacerbating factors, comorbidities, and drugs), physical examination (ie, of vital signs, weight and volume status of the heart, lungs, abdomen, and peripheral vascular regions), and initial investigations (ie, chest radiography, 12-lead electrocardiography, laboratory measurements of troponins, blood urea nitrogen, 18 creatinine, sodium, potassium, glucose, liver function, and complete blood count). Furthermore, evaluations of plasma natriuretic peptide and echocardiography were performed to support the diagnosis of HF. The treating physician in the emergency department diagnosed AHF according to the aforementioned procedure within 30 minutes of admission. 2, 3 All patients had a New York Heart Association (NYHA) functional class of III or IV.
Furthermore, all included patients received treatment with diuretics or vasodilators for AHF. The patients who needed 1 of the following 3 treatments required intensive care: (1) highflow oxygen therapy (including mechanical support) to treat orthopnea; (2) inotropes or mechanical support due to low blood pressure; or (3) various types of diuretics to improve general or lung edema. Patients with HF caused by ST-T segment elevation acute coronary syndrome were excluded from the study. The physician selected the treatment strategy.
Blood sample measurements and data collection
Blood samples from the included patients were collected within 30 minutes of admission. The samples were centrifuged within 5 minutes of collection at 4 C, immediately frozen, and stored at e80 C until analysis. The data were retrospectively retrieved from the hospital medical records.
Patient characteristics, including age, sex, presence of de novo or recurrent HF, etiology of HF, risk factors for atherosclerosis (diabetes mellitus, hypertension, and dyslipidemia), vital signs (systolic blood pressure and heart rate), left ventricular ejection fraction (LVEF) on echocardiograms, arterial blood gas data, laboratory data (eg, blood urea nitrogen, 18 total bilirubin, hemoglobin, brain natriuretic peptide, C-reactive protein [CRP]), medications administered during admission to the ICU, and duration of admission (duration of ICU stay and hospital stay) were compared.
The LVEF was calculated using the Teichholz method or Simpson's method at admission (Sonos 5500; Hewlett Packard, Palo Alto, CA; or Vivid I; GE Yokogawa Medical, Tokyo, Japan). Because the LVEF was measured during the acute phase, it was not adequately evaluated because of severe orthopnea. The methodology for the LVEF measurement (Teichholz method or Simpson's method) was decided on a case-by-case basis.
Procedures and prognosis
PVS was calculated using the following formula: ([actual PV À ideal PV]/ideal PV) Â 100(%). The actual and ideal PV were defined as follows: actual PV ¼ (1 e hematocrit) Â (a þ [b Â body weight]) (a ¼ 1530 in male and 864 in female patients; b ¼ 41.0 in male and 47.9 in female patients), ideal PV ¼ c Â body weight (c ¼ 39 in male and 40 in female patients). 9 The PNI was calculated using the following formula: 10 Â serum albumin (g/dL) þ 0.005 Â lymphocyte (/mL) (lower ¼ worse). 19 The CONUT score was calculated using a scoring system consisting of serum albumin, lymphocytes, and total cholesterol (range, 0-12; higher ¼ worse). 20 multivariate Cox regression model showed that high PVS (hazard ratio [HR], 1.642; 95% confidence interval [CI], 1.049-2.570) and high PVS/ high CONUT (HR, 2.076; 95% CI, 1.147-3.757) and high PVS/low PNI (HR, 2.094; 95% CI, 1.166-3.761) were independent predictors of 365day mortality. Conclusions: An adverse outcome was predicted by the evaluation of PVS; furthermore, a malnutrition status with a high PVS leads to an adverse outcome. The simultaneous evaluation of nutrition status and PVS is essential to predict an AHF outcome. Patients were divided into 4 groups (severe, moderate, mild, and normal) based on their serum albumin, lymphocyte, and total cholesterol levels: serum albumin ! 3.5 g/dL (normal), 3 to 3.49 (mild), 2.5 to 2.99 (moderate), and < 2.5 (severe); lymphocytes ! 1600/mL (normal), 1200 to 1599 (mild), 800 to 1199 (moderate), and < 800 (severe); and total cholesterol ! 180 mg/dL (normal), 140 to 179 (mild), 100 to 139 (moderate), and < 100 (severe). The median PNI and CONUT scores established the cutoff values for the low and high groups: 42.33 for the PNI (low PNI: PNI < 42.30; high PNI: PNI ! 42.30) and 3 for the CONUT score (low: CONUT score 3; high: CONUT score ! 4.0).
Patients were divided into 2 groups according to the PVS value (low PVS: PVS 12.0%, n ¼ 300; high PVS: PVS > 12.0%, n ¼ 301). The median PVS established the cutoff value for the low and high groups. Subsequently, patients were further subdivided into 4 groups according to nutritional status and PVS. By using the CONUT score, patients were divided as follows: low-PVS/low-CONUT group (n ¼ 189), low-PVS/high-CONUT group (n ¼ 111), high-PVS/low CONUT group (n ¼ 141), and high-PVS/high-CONUT group (n ¼ 160). By using the PNI, patients were divided as follows: low-PVS/high-PNI group (n ¼ 180), low-PVS/ low-PNI group (n ¼ 120), high-PVS/high-PNI group (n ¼ 121), and high-PVS/low-PVS group (n ¼ 180).
Long-term prognosis, including all-cause death within 365 days, was evaluated. Patients had clinical follow-ups at routine outpatient visits. The prognoses of patients being followed up at other institutes were determined through telephone interviews. The prognosis of 365-day mortality and HF events was evaluated using the Cox proportional hazards regression model and KaplaneMeier curve analysis.
Statistical analyses
All data were analyzed using the SPSS 22.0 software program (SPSS Japan Institute, Tokyo, Japan). All numerical data were expressed as the median and range or interquartile range, according to normality. We used the ShapiroeWilk W-test to assess normality. The ManneWhitney U test was used for comparisons between the 2 groups. The chi-square test was used to compare proportions. P values < 0.05 indicated statistical significance.
The prognostic value of PVS (high vs low PVS) and nutrition status and PVS (by low or high PVS/PNI or low or high PVS/CONUT) vs a reference group of normal patients (low PVS/low CONUT and low PVS/high PNI) was assessed using a multivariate Cox proportional hazards regression model. A multivariate Cox regression analysis was performed to determine the hazard ratio (HR) for 365-day mortality. The cumulative survival rates in the 4 groups were analyzed using KaplaneMeier curves, and a log-rank test was used to calculate the statistical significance of the differences.
Ethical review
The Research Ethics Committee of Nippon Medical School Chiba Hokusoh Hospital approved the study protocol. Because of the retrospective design of the study, written informed consent was waived, in accordance with the guidance provided by the Ethics Committee.
The patients who were admitted to intensive care unit between May 2011 and March 2018 were enrolled in present study
Patients with Acute Heart Failure (n=675) 10 patients missing lymphocyte data 2 patients missing total-cholesterol data
Patients whose serum albumin, lymphocyte counts, and total-cholesterol level were evaluated after admission (n=663) 41 patients whose measures were not taken within 30 minutes of admission Patients whose serum albumin levels, lymphocyte counts, and total-cholesterol were evaluated within 30 minutes of hospitalization (n=622)
patients missing body weight data
Patients whose data regarding nutrition were evaluated within 30 minutes of hospitalization, and them regarding BMI were precisely obtained (n=601) Figure 1 . Patient selection process. Between May 2011 and March 2018, 1412 patients who were admitted to the intensive care unit (ICU) at Nippon Medical School Chiba Hokusoh Hospital were screened. Of these, 12 patients who lacked serum albumin, lymphocyte counts, or total cholesterol measures were excluded. A further 41 for whom these measures were not obtained within 30 minutes of admission and 21 for whom the data of body weight were missed were also excluded, leaving 601 patients with acute heart failure (AHF) who were enrolled in the study. BMI, body mass index.
Results
Patient characteristics and differences between PVS groups
The study population had a median age of 76 years; 65.4% were male with a median age of 76 years. During the initial evaluation, it was determined that 219 patients (36.4%) had been previously hospitalized for HF. Within the total cohort, 240 patients (39.9%) had ischemic heart disease, and 361 patients (60.1%) had nonischemic heart disease, including cardiomyopathy (hypertrophic cardiomy- The high-PVS group included fewer men and more readmitted patients. Patients in this group were significantly older, had significantly more LVEF preservation, and had heart rates that were significantly lower than those reported in the low-PVS group. Furthermore, the levels of serum total bilirubin and hemoglobin were significantly lower in the high-PVS group vs the low-PVS group. In contrast, the levels of blood urea nitrogen, creatinine, CRP, and brain natriuretic peptide were significantly higher in the high-PVS group vs the low-PVS group (Table 1) .
The KaplaneMeier survival curves, including all-cause death within 365 days, for the 4 PVS groups are shown in Figure 2 . The survival rates in the high-PVS group were significantly lower than those in the low-PVS group. The multivariate Cox proportional hazards regression model showed that high PVS was an independent predictor of 365day mortality in patients with AHF (HR, 1.642; 95% confidence interval [CI], 1.049-2.570; P ¼ 0.030) ( Table 2) .
PVS and nutrition status
Both the low-and high-PVS cohorts in the high-CONUT group had significantly lower systolic blood pressures and heart rates and significantly higher levels of serum blood urea nitrogen and CRP than those in the low-CONUT group. Furthermore, the administration of nitroglycerine was significantly less frequent in patients in the high-CONUT group vs the low-CONUT group. In contrast, the administration of dobutamine was significantly more frequent in the high-CONUT group. Indeed, the duration of ICU stay in patients in the high-CONUT group was significantly longer than in the low-CONUT group (Table 3 ). This tendency was also observed when using the PNI to assess the nutritional status of patients ( Table 4 ).
The KaplaneMeier curves for the low-or high-PVS/ CONUT and low-or high-PVS/PNI groups are shown in Figure 3 . The prognosis in both the high-and low-PVS groups, including all-cause death within 365 days, was significantly poorer in patients with a high CONUT score than in those with a low CONUT score (Fig. 3A ). Similar prognostic results were observed for patients with a low PNI vs those with a high PNI (Fig. 3B ). The multivariate Cox proportional hazards regression model showed that high PVS/ high CONUT was an independent predictor of 365-day mortality (HR, 2.076; 95% CI, 1.147-3.757; P ¼ 0.016) ( Table 2) . A similar result was obtained for the PNI; only high PVS/low PNI was an independent predictor of 365-day mortality (HR, 2.094; 95% CI, 1.166-3.761; P ¼ 0.013) ( Table 2 ). These results suggest that the evaluation of PVS alone is insufficient to predict mortality caused by AHF. Evaluation of both the nutritional status and PVS is required for the accurate prediction of mortality in patients with severely decompensated AHF.
Discussion
The present study revealed that a high PVS was clearly associated with an adverse outcome. Furthermore, a high PVS combined with malnutrition led to an adverse outcome. Therefore, a high PVS and malnutrition were essential factors in the AHF cohort. The prognostic impact of each factor has been demonstrated in previous studies. [6] [7] [8] [9] [12] [13] [14] [15] [16] Therefore, the novelty of the present study vs previous investigations lies in the simultaneous evaluation of these factors. These findings underscore the importance of a prompt evaluation to determine both the general congestion and the nutritional status of patients with AHF, as well as the need for early intervention in these patients.
Tools for evaluating PV and AHF
In 2015, the importance of a noninvasive and simple estimation of PV in patients with HF was recognized, and formulae for predicting future cardiovascular events and mortality have been proposed. 9,21 Duarte et al. 21 used the Strauss formula (ie, changes in the concentrations of hemoglobin and hematocrit) to estimate the PV. They concluded that a higher instantaneous estimated PVS was significantly associated with a poorer outcome in patients with left ventricular systolic dysfunction after acute myocardial infarction. 21 Kobayashi et al. 8 also determined the prognostic impact of PVS during the discharge of patients with AHF using the Strauss formula. 22 Yoshihisa et al. 6 showed that high PVS estimated using the Hakim formula (ie, using hematocrit and weight, with the same formula as that used in the present study) at admission was associated with a poor outcome in patients with AHF. Furthermore, estimating PVS in dyspneic patients in the emergency department using the Strauss formula has been shown to have diagnostic value for AHF. 7 Thus, immediate evaluation of the PV in patients with AHF is required to predict prognosis. The optimal methodology for evaluating the PV remains debatable; in the present study, the formula incorporating weight was used. Weight is an essential factor when evaluating the general volume status. The results of the present study are consistent with those reported in previous studies.
The strategy for estimating the PV has differed among studies. Although the measurement of congestion using pulmonary artery catheterization, 23 echocardiography, 24 and volume biomarkers 25 is traditionally reported, an immediate, simple, and noninvasive methodology may be required for an early intervention of volume expansion. The Strauss formula, which uses the levels of hemoglobin and hematocrit, may be affected by the anemia status. Anemia at admission or within 3 days after admission is an independent risk factor for future adverse events in patients with AHF. 26, 27 Therefore, the Hakim formula was selected to estimate the PV.
Malnutrition and PVS in AHF
Malnutrition is a common complication in patients with chronic HF. Previous reports have attributed malnutrition to a low nutritional intake or malabsorption due to intestinal edema, anorexia, liver dysfunction, or cytokine-induced hypercatabolism. 28 Patients develop enteral protein loss, and the total daily energy expenditure shifts to a catabolic state. Therefore, malnutrition leads to cachexia and is occasionally complicated by inflammation. Inflammation itself is an independent risk factor for AHF, 16 and cachexia is associated with an adverse outcome. 13 Under these circumstances, weight loss develops, leading to marked worsening of prognosis. 29 Both malnutrition and inflammation are major factors affecting volume expansion in patients with AHF. Indeed, the degree of volume expansion is exacerbated in patients with an extremely poor nutritional status. Because these patients tend to develop adverse outcomes, an immediate procedural intervention must be considered. with cardiac cachexia display a more pronounced degree of right ventricular failure and hypoalbuminemia compared with noncachectic patients of a similar LVEF and NYHA class. Patients with high PVS are occasionally categorized as having biventricular AHF; thus, a majority of these patients had complicated right HF. Therefore, a high PVS coupled with malnutrition may complicate right HF. In a right ventricular volume overload model, administration of S-nitroso human serum albumin improved right ventricular-arterial coupling and reduced oxidative stress. 39 This positive intervention may lead to a better outcome in patients with AHF with high PVS complicated by malnutrition via improvement of right ventricular function. The benefits of early nutritional intervention by enteral tube feeding vs parenteral central venous catheter and the best methodology for enteral intervention are current topics in intensive care. 40, 41 Strategies for the amelioration of the nutritional status and volume status must be considered during the acute phase of AHF to improve the poor prognosis of patients with malnutrition and volume expansion.
Study limitations
The present study has several limitations. First, the study population was limited to patients admitted to the ICU. Thus, patients with AHF admitted to the general wards were excluded from this study. This exclusion may reduce the generalizability of the present results. In our institute, the patients were treated by cardiologists in a "closed ICU." Thus, the majority of severely decompensated patients with AHF were admitted to the ICU. However, clear criteria regarding the dose of high-flow oxygen, inotropes, and diuretics were not proposed. Moreover, the admission criteria may have differed annually. The physician ultimately decided where each patient should be admitted in the hospital (ie, ICU or general ward), and patient bias may have affected this decision. Second, the study was performed at a single center and was not a prospective, randomized, controlled trial. Therefore, it is possible that unmeasured variables affected the results. Furthermore, the difficulty in standardizing care for each patient may have influenced the major findings of this study. Third, body weight before admission was adopted as the compensated dry weight. However, this may not accurately represent the patient's dry weight and may even be more unreliable than using weight at admission. However, the most important issue was to avoid using the weight during volume overload. Therefore, the historical weight was used to represent the compensated weight. Fourth, although the percentage of patients receiving statin therapy during the ICU stay was revealed, the accurate percentage on admission was not determined. It may be important to know the actual number of patients receiving lipid-lowering therapy and whether this number affects the calculations related to nutrition. Fifth, the majority of patients in the present study had de novo HF (n ¼ 382, 63.6%), which renders it difficult to reconcile cardiac cachexia and other findings. Finally, the prognoses of patients being followed up at other institutes were determined through unstructured telephone interviews. Therefore, HF events may have been missed.
Conclusions
PV expansion on admission was shown to be associated with adverse outcomes in patients with AHF; however, this value alone was insufficient for an accurate prognosis. The simultaneous evaluation of nutrition status and PVS is essential to predict the outcome of patients with severely decompensated AHF.
